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Amendments to the Claims: 

Please amend claims 1, 2, and 12 as indicated, below. 

The following listing of claims will replace all prior versions and listings of claims in the 
application. 

Listing of Claims: 

1. (Currently amended): A compound of formula I: 



cycloalkyl, substituted cycloalkyl, heterocyclic, substituted heterocyclic, heteroaiyl and 
substituted heteroaiyl; 

R 2 and R 3 together with the nitrogen atom bound to R 2 and the carbon atom bound to R 3 
from a heterocyclic or a substituted heterocyclic group selected fiom the group consisting of 
thiazolidinyl, piperidinyl and pynolidinyl wherein said substituted heterocyclic group consists of 
from 1 to 2 substituents selected from the group consisting of fluoro, methyl, hydroxyl, amino, 
phenyl, thiophenyl and thiobenzyl; 

R 4 is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted aryl, 
heteroaryl, and substituted heteroaryl; 

R 5 is selected from the group consisting of isopropyl, -CH2X and =CH-X where X is 
selected from the group consisting of: 




where 



R is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted aryl, 



hydrogen, 
hydroxyl, 
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acylamino, 

alkyl, 

alkoxy, 

aryloxy, 

aryl 5 

aryloxyaryi, 

carboxyl, 

carboxylalkyl, 

carboxyl-substituted alkyl, 

carboxyl-cycloalkyl, 

carboxyl-substituted cycloalkyl, 

carboxylaryl, 

carboxyl-substituted aryl, 

carboxylheteroaryl, 

carboxyl-substituted heteroaryl, 

carboxylheterocycjic, 

carboxyl-substituted heterocyclic, 

cycloalkyl, 

substituted alkyl, 

substituted alkoxy, 

substituted aiyl, 

substituted aryioxy, 

substituted aiyloxyaryl, 

substituted cycloalkyl, 

heteroaiyi, 

substituted heteroaryl, 
heterocyclic, 
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and substituted heterocyclic; 

wherein substituted aiyl refers to aryl groups substituted with from 1 to 3 substituents 
selected from the group consisting of hydroxy, acyl, acylamino, thiocarbonylamino, acyloxy, 
alkyl, substituted alkyl, alkoxy, substituted alkoxy, alkenyl, substituted alkenyl, alkynyl, 
substituted alkynyl, amidino, alkylamidino, thioamidino, amino, aminoacyl, aminocarbonyloxy, 
aroinocarbonylamino, aminothiocarbonyiammo, cycloalkoxy, substituted cycloalkoxy, 
heteroaiyloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, carboxyl, 
carboxylalkyl, carboxyl-substituted alkyl, carboxyl-cycloalkyl, carboxyl-substituted cycloalkyl, 
carboxylaryl, carboxyl-substituted aryl, carboxylhetexoaiyl, carboxyl-substituted heteroaryl, 
carboxylheterocyclic, carboxyl-substituted heterocyclic, cyano, thiol, thioalkyl, substituted 
thioalkyl, thioaiyl, substituted thioaryi, thioheteroaryl, substituted thioheteroaryl, thiocycloalkyl, 
substituted thiocycloalkyl, thioheterocyclic, substituted thioheterocyclic, cycloalkyl, substituted 
cycloalkyl, guanidino, guanidinosulfone, halo, nitro, heterocyclic, substituted heterocyclic, 
oxycarbonylamino, oxythiocarbonylamino, -S(0) 2 -alkyI, -S(0) 2 -substituted alkyl, -S(0)r 
cycloalkyl, -S(0) 2 -substituted cycloalkyl, -S(0) 2 -alkenyl, -S(0) 2 -substituted alkenyl, -S(0)raryl, 
-S(0)2-substituted aryl, -S(0) 2 -heteroaryl, -S(0) 2 -substituted heteroaryl, -S(0>2-heten)cyclic, - 
S(0)2-substituted heterocyclic, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, -OS(0) 2 -aryl, -OS(0) 2 - 
substituted aryl, -OS(0) 2 -heteroaryl, -OS(0)rSubstituted heteroaryl, -OS(0) 2 -heterocyclic, - 
OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen or alkyl, -NRS(0)2-alkyl, - 
NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 substituted aryl, ~NRS(0) 2 -heteroaryl, - 
NRS(0)2-substituted heteroaryl, -NRS(0)2-heterocyclic, -NRS(0)2-substituted heterocyclic, - 
NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRSCO^-NR-aryl, -NRS(0) 2 -NR- 
substituted aryl, -NRS(0) 2 -NR-heteroaryI, -NRS(0) 2 -NR-substituted heteroaryl, -NRS(0)rNR- 
heterocyclic, -NRS(0) 2 -NR-substituted heterocyclic where R is hydrogen or alkyl, mono- and di- 
alkylamino, mono- and di-(substituted alkyl)amino, mono- and di-arylaraino, mono- and di- 
substituted arylamino, mono- and di-heteroarylamiuo, mono- and di-substituted heteroarylamino, 
mono- and di-heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di~ 
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substituted amines having different substituents selected from alkyl, substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocycUc and 
amino groups on the substituted aryl blocked by conventional blocking groups selected from the 
group consisting of Boc, Cbz, and fonnyl or substituted with -SO2NRR where R is hydrogen or 
alkyl; and 

substituted heteroaryl refers to heteroaryl groups substituted with from 1 to 3 substituents 
selected ef from hydroxy, acyl, acylamino, tttocarbonylamino, acyloxy, alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, amidino, 
alkylamidino, thioamidino, amino, aminoacyl, aminocarbonyloxy, aminocarbonylamino, 
aminothiocarbonylaniino, aryloxy, substituted aryloxy, cycloaltoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, carbxyl, 
carboxylalkyl, carboxyl-substituted alkyl, carboxyl-cycloalkyl, carboxyl-substituted cycloalkyl, 
earboxylaryl, carboxyl-substituted aryl, carboxylheteroaryl, carboxyl-substituted heteroaryl, 
carboxylheterocyclic, carboxyl-substituted heterocyclic, cyano, thiol, thioalkyl, substituted 
tbioalkyl, thioaryl, substituted tbioaryl, thioheteroaryl, substituted thiobeteroaryl, tMocycloalkyl, 
substituted thiocycloalkyl, thioheterocyclic, substituted thioheterocyclic, cycloalkyl, substituted 
cycloalkyl, guanidino, guanidinosulfone, halo, nitro, heterocycUc, substituted heterocyclic, 
oxycarbonylarnino, oxythiocarbonylamino, -S(0) 2 -alkyl, -S(0) 2 -substituted alkyl, -S(0)r 
cycloalkyl, -S(0) 2 -substituted cycloalkyl, -S(0) 2 -alkenyl, -S(0) 2 -sub$tituted alkenyl, -S(0) 2 -aryl, 
-SCO^-substituted aryl, -S(0) 2 -heteroaryl, -S(0)rsubstituted heteroaryl, -S(0)2-heterocyclic, - 
S(0) 2 -substituted heterocyclic, -OS(0) 2 -alkyl, -OS(0>2-substituted alkyl, -OSCO^-aryl, -OS(0) 2 - 
substituted aryl, -OS(0) 2 -heteroaryl, -OS(0) 2 -substituted heteroaryl, -OS(0)2-heterocyclic, - 
OS(0) 2 -substituted heterocyclic, -OS0 2 NRR where R is hydrogen or alkyl, -NRS(0) 2 -aIkyl, - 
NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aryl, -NRS(0)2-heteroaryl, - 
NRS(0) 2 -substituted heteroaryl, -NRSCO^-heterocyclic, -NRS(0) 2 -substituted heterocyclic, - 
NRS^-NR-alkyl, -NRS(0)2-NR-substituted alkyl, -NRS(0) 2 -NR-aryl, -NRS(0) 2 -NR- 
substituted aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 -NR-substituted heteroaryl, -NRSCOfc-NR- 
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heterocyclic, -NRS(0)2-NR-substituted heterocyclic where R is hydrogen or alkyl, mono- and di- 
alkylaroino, mono- and di-(substituted alkyl)amino, mono- and di-aiylaxnino, mono- and di- 
substituted arylamino, mono- and di-heteroarylamino, mono and di-substituted heteroaxylamino, 
mono- and di-heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymrnetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aiyl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic and 
amino groups on the substituted aiyl blocked by conventional blocking groups selected from the 
group consisting of Boc, Cbz, and foxmyl or substituted with -SO2NRR where R is hydrogen or 
alkyl; 

with the proviso that when R 5 is =CH-X then (H) is removed from the formula and X is 
not hydroxyl; 

Q is -C(X')NR 7 - wherein R 7 is selected from the group consisting of hydrogen and alkyl; 
and X 1 is selected from the group consisting of oxygen and sulfur; 
or pharmaceutically acceptable salts thereof. 

2. (Currently amended): A compound of formula IA below: 

f 3 ° 
R^SO r N(R*hC-Q-CH-C R6 IA 

R 4 R5 

where 

R 1 is selected from the group consisting of alkyl, substituted alkyl, aiyl, substituted aryl, 
cycloalkyl, substituted cycloalkyl, heterocyclic, substituted heterocylic, heteroaryl and substituted 
heteroaryl; 

R 2 and R 3 together with the nitrogen atom bound to R 2 and the carbon atom bound to R 3 
form a heterocyclic or a substituted heterocyclic group selected from the group consisting of 
thiazolidinyl, piperidinyl and pyrrolidinyl wherein said substituted hoterocyloi e heterocyclic 
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group consists of from 1 to 2 substituents selected from the group consisting of fluoro, methyl, 
hydroxyl, amino, phenyl, thiophenyl and tbiobenzyl; 

R 4 is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted aiyl, 
heteroaryl, and substituted heteroaiyl; 

R 5 is selected from the group consisting of isopropyj, -CH2X and =CH-X where X is 
selected from the group consisting of 

hydrogen, 

hydroxyl, 

acylamino, 

alkyl, 

alkoxy, 

aiyloxy, 

aiyl, 

aryloxyaryl, 

carboxyl, 

carboxylalkyl, 

carboxyl-substituted alkyl, 

carboxyl-cycloalkyl, 

carboxyl-substituted cycloalkyl, 

carboxylaryl, 

carboxyl-substituted aryl, 

carboxylheteroaiyl, 

carboxyl-substituted heteroaryl, 

carboxylheterocyclic, 

carboxyl-substituted heterocyclic, 

cycloalkyl, 

substituted alkyl 
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substituted alkoxy, 
substituted aryl, 
substituted aryloxy, 
substituted aryloxyaryl, 
substituted cycloalkyl, 
heteroaryl, 

substituted heteroaryl, 
heterocyclic, 

and substituted heterocyclic; 

wherein substituted aryl refers to aryl groups substituted with from 1 to 3 substituents 
selected from the group consisting of hydroxy, acyl, acylamino, tWocarbonylarnino, acyloxy, 
alkyl, substituted alkyl, alkoxy, substituted alkoxy, alkenyl, substituted alkenyl, alkynyl, 
substituted alkynyl, amidino, alkylamidino, thioamidino, amino, aminoacyl, aminocarbonyloxy, 
aminocarbonylamino, aminothiocarbonylamino, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy,heterocyclyloxy, substituted heterocyclyloxy, carboxyl, 
carboxylalkyl, carboxyl-substituted alkyl, carboxylrcycloalkyl, carboxyl-substituted cycloalkyl, 
carboxylaryl, carboxyl-substituted aryl, carboxylheteroaryl, carboxylrsubstituted heteroaryl, 
carboxylheterocyclic, carboxyl-substituted heterocyclic, cyano, thiol, thioalkyl, substituted 
thioalkyl, thioaryl, substituted thioaryl, thioheteroaryl, substituted thioheteroaryl, tbiocycloalkyl, 
substituted tbiocycloalkyl, thioheterocyclic, substituted thioheterocyclic, cycloalkyl, substituted 
cycloalkyl, guanidino, guanidinosulfone, halo, nitro, heterocyclic, substituted heterocyclic, 
oxycarbonylaraino, oxythiocarbonylamino, -S(0) 2 -alkyl, -S(0) 2 -substituted alkyl, -S(0>2- 
cycloalkyl, -S(0) 2 -substituted cycloalkyl, -S(0) 2 -alkenyl, -S(0) 2 -substituted alkenyl, -S(0) 2 -aryl } 
-S(0)2-substituted aryl, -S(0)2-heteroaryl, -S(0) 2 -substituted heteroaryl, -S(0)2-heterocyclic, - 
S(0) 2 -substituted heterocyclic, -OS(0) 2 -alkyl, -OS(0) 2 -substituted alkyl, -OS(0) 2 -aryl, -OS(0) 2 - 
substituted aryl, -0S(O) 2 -heteroaryl, -OS(0) 2 -substiruted heteroaryl, -OSCOfc-heterocyclic, - 
OS(0) 2 -substituted heterocyclic, -0SO 2 -NRR where R is hydrogen or alkyl, -NRS(0) 2 -alkyl, - 
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NRS(0)2-substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aiyl, -NRS(0) 2 -heteroaryl, - 
NRS(0) 2 -substituted heteroaryl, -NRS(0)2-heterocyclic, -NRS(0)rsubstituted heterocyclic, - 
NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRS(0) 2 -NR-aryl, -NRS(0) 2 -NR- 
substituted aiyl, -NRS(0) 2 -NR-heteroaiyl, -NRS(0) 2 -NR-substituted heteroaryl, -NRS(0)rNR- 
heterocyclic, -NRS(0) 2 -NR-substituted heterocyclic where R is hydrogen or alkyl, mono- and di- 
alkylamino, mono- and di-(substituted alkyl)amino, mono- and di-arylamino, mono- and di- 
substituted arylamino, mono- and di-heteroarylarnino, mono- and disubstituted heteroarylarnino, 
mono- and dt-heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aiyl, 
substituted aiyl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic and 
amino groups on the substituted aryl blocked by conventional blocking groups selected from the 
group consisting of Boc, Cbz, and fbrmyl or substituted with -S0 2 NRR where R is hydrogen or 
alkyl; and 

substituted heteroaryl refers to heteroaryl groups substituted with from 1 to 3 substituents 
selected from hydroxy, acyl, acylamino, thiocarbonylamino, acyloxy, alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, amidino, 
alkylamidino, thioamidino, amino, aminoacyl, aminocarbonyloxy, aminocaibonylamino, 
aminothiocarbonylamino, aryloxy, substituted aryloxy, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, carboxyl, 
carboxylalkyl, carboxyl substituted alkyl, carboxylrcycloalkyl, carboxyl-substituted cycloalkyl, 
carboxylaiy], carboxyl-substituted aryl, carboxylheteroaryl, carboxylrsubstituted heteroaryl, 
carboxylheterocyclic, carboxyl-substituted heterocyclic, cyano, thiol, thioalkyl, substituted 
thoalkyl, thioaryl, substituted thioaryl, thioheteroaryl, substituted thioheteroaryl, thiocycloalkyl, 
substimtedtWocycloalkyl,tbioheterocyclic, substituted tiuoheterocyclic, cycloalkyl, substituted 
cycloalkyl, guanidino, guanidinosulfone, halo, nitro, heterocyclic, substituted heterocyclic, 
oxycarbonylamino, oxythiocarbonylamino, -S(0)2-alkyl, -S(0)2-substituted alkyl, -S(0) 2 - 
cycloalkyl, -S(0) 2 -substituted cycloalkyl, -S(0) 2 -aIkenyl, -S(0) 2 -substituted alkenyl, -S(0)2-aryl, 
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-S(0)2-substituted aryl, -SCO^-heteroaryl, -S(0)2-substituted heteroaiyl, -S(0)rheterocyclic, - 
S(0)2-substituted heterocyclic, -OS(0) 2 -alkyl, -OS(0)2-substituted alkyl, -OS(0) 2 -aryl, -OS(0) 2 - 
substituted aryl, -OS(0) 2 -heteroaryl, -OS(0)2-substituted heteroaiyl, -OS(0)2-heterocyclic, - 
OS(0) 2 -substituted heterocyclic, -OSO2-NRR where R is hydrogen or alkyl, -NRS(0) 2 -alkyl, - 
NRS(0)2-5ubstituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aryl, -NRS(0) 2 -heteroaryl, - 
NRS(0) 2 -substituted heteroaiyl, -NRS(0>2-heterocyclic, -NRS(0)2-siibstituted heterocyclic, - 
NRS(0) 2 -NR-a1kyl, -NRS(0) 2 -NR-substituted alkyl, NRS(0}rNR-aryl, NRS(0) 2 -NR- 
substituted aryl, NRS(0)2-NR-heteroaryl, NRS(0)2-NR-substituted heteroaryl, -NRS(0) 2 -NR- 
heterocyclic, -NRS(0) 2 -NR-substituted heterocyclic where R is hydrogen or alkyl, mono- and di- 
alkylamino, mono- and di-(substituted alky])araino, mono- and di-arylaraino, mono- and di- 
substituted arylamino, mono- and di-beteroarylarnino, mono- and di-substituted heteroarylamino, 
mono- and di-heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic and 
amino groups on the substituted aryl blocked by conventional blocking groups selected from the 
group consisting of Boc, Cbz, and formyl or substituted with -SO2NRR where R is hydrogen or 
alkyl; 

with the proviso that when R 5 is =CH-X then (H) is removed from the formula and X is 
not hydroxyl; 

R 6 is selected from the group consisting of amino, alkoxy, substituted alkoxy, 
cycloalkoxy, substituted cycloalkoxy, -0-(N-succinimidyl), -NH-adamantyl, -0-cholest-5-en-3- 
P-yl, -NHOY where Y is hydrogen, alkyl, substituted alkyl, aryl, or substituted aryl, - 
NH(CH 2 ) p COOY where p is an integer of from 1 to 8 and Y is as defined above, -OCH 2 NR 9 R 10 
where R 9 is selected from the group consisting of -C(0)-aryl and -C(0)-substituted aryl and R 10 
is selected from the group consisting of hydrogen and -CH 2 C00R n where R 11 is alkyl, and - 
NHSCbZ where Z is alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, aryl, substituted 
aryl, heteroaryl, substituted heteroaiyl, heterocyclic or substituted heterocyclic; 
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Q is -C(X')NR 7 - wherein R 7 is selected from the group consisting of hydrogen and alkyl; 
and X is selected from the group consisting of oxygen and sulfur; 
or phatmaceutically acceptable salts thereof 
with the proviso that 

when R 1 is p-methylphenyl, R 2 and R 3 are joined together with the nitrogen atom pendent 
to R 2 and the carbon atom pendent to R 3 to form a pyirolidinyl ring, R 4 is methyl, R 5 is p- 
hydroxybenzyl then R 6 is not f-butoxy. 

3. (Original); The compound according to Claims 1 or 2 wherein R 1 is selected 
from the group consisting of aryl, substituted aryl, heterocyclic, substituted heterocyiic, 
heteroaryl and substituted heteroaryl. 

4, (Original): The compound according to Claims 1 or 2 wherein R 1 is selected from the 
group consisting of 4-methylphenyl, methyl, benzyl, n-butyl, 4-chlorophenyl, 1-naphthyl, 2- 
naphthyl, 4-methoxyphenyl, phenyl, 2,4,6-trlmethylphenyl, 2-(methoxycarbonyl)phenyl > 2- 
carboxyphenyl, 3,5-dichlorophenyl, 4-trifluoromethylphenyl, 3,4-dichlorophenyl, 3,4- 
dimethoxyphenyl, 4-(CH 3 C(0)NH-)phenyl, 4-trifluorometboxyphenyl, 4-cyanophenyl s isopropyl, 
3,5-di-(trifluorometbyl)phenyl, 4-f-butylpbenyl, 4-t-butoxyphenyl, 4-nitrophenyl, 2-thienyl, 1«N- 
thienyl-3-methyl-5-chloropyrazol-4-yl 5 phenethyl, l-N-methylimidazol-4-yl, 4-bromophenyl, 4- 
amidinophenyl, 4-methylamidinophenyl, 4-[CH 3 SC(=NH)]phenyl, 5-chloro-2-thienyl, 2,5- 
dichloro-4-thienyl, l-N-methyl-4-pyrazolyl, 2-thiazolyl, 5-methyl-l,3 5 4-thiadiazol-2-yl 3 

4- [H2NC(S)]pheny1 J 4-aminophenyl, 4-fluorophenyl, 2-fluorophenyl, 3-fluorophenyl, 3,5- 
difhiorophenyl, pyridin-3-yl, pyrimidin-2-yl, and 4-(3-dimethylamino-w-propoxy)-phenyl. 

5- 6. (Canceled) 



025.14723.1 



-11- 



Atty.DktNo. 342837-1050 
Appeal No. 2005-0907 
Application Serial No. 09/126,096 

7. (Previously presented): The compound according to Claims 1 or 2 wherein R 2 and R 3 
together with the nitrogen atom bound to R 2 substituent and the carbon bound to the R 3 
substituent from a substituted heterocyclic ring. 

8-9. (Canceled) 

1 0. (Original): The compound according to Claim 1 or 2 wherein R 4 is selected from the 
group consisting of methyl, ethyl and phenyl. 

11. (Canceled) 

12. (Currently amended): The compound according to Claims 1 or 2 wherein R 5 is selected 
from the group consisting of 4-methylbenzyl, 4-hydroxybenzyl, 4-methoxybenzyl, 4-f- 
butoxybenzyl, 4-benzyloxybenzyl, 4-[<D-CH(CH 3 )0-J-berM 4-[0-CH(COOH)0-]-benzyl, 4- 
[BocNHCH 2 C(0)NH-]benzyl, 4-chlorobenzyl, 4-[NH 2 CH2C(0)NH-]benzyl, ^carboxybenzyl, 4- 
[CbzNHCH 2 CH 2 NH-]benzyl, 3-hydroxy-4-(*-OC(0)NH-)benzyl, 4-[HOOCCH2CH2C(0)NH- 
]benzyl, benzyl, 4-[<l>-C(0)NH-]benzyl, 3-carboxybenzyl, 4-iodobenzyl, 4-hydroxy-3,5- 
diiodobenzyl, 4-hydroxy-3-iodobenzyl, fc-CHbCHr, 4-nitrobenzyl, 2-carboxybenzyl, 4- 
[<u^enzylamino]-benzyl,4-[(l'<y^ 4-[- 
NHC(0)CH 2 NHBoc]benzyl, 4-carboxybenzyl, 4-hydroxy-3-nirrobenzyl, 4-[- 
NHC(0)CH(CH 3 )NHBocJbenzyl, 4-[-NHC(O)CH(CH 2 0))NHBoc]-benzyl, isobutyl, methyl, 4- 
[CH 3 C(0)NH-]benzyl, -CH 2 -(3-indolyl), w-butyl, f-butyl-OC(0)CH2-, /-butyl-OC(0)CH 2 CH 2 -, 
H 2 NC(0)CH 2 - s H 2 NC(0)CH 2 CH 2 -, BocNH<CH 2 )4-, t-butyl-OC(0)-(CH 2 ) 2 -, HOOCCH 2 -, 
HOOC(CH 2 ) 2 -, H 2 N(CH 2 )4- J isopropyl, (1-naphthy 1)-CH 2 -, (2-naphthyl)-CH 2 -, (2-thiophenyl)- 
CH 2 -, #-CH 2 -OC(0)NH-(CH 2 ) 4 -, cyclohexyJrCH 2 -, ben2yloxy-CH 2 -, HOCHr, 5-(3-N- 
benzyl)imidazolyl-CH2-, 2-pyridyl-CH 2 -, 3-pyridyl-CH 2 -, 4-pyridyl-CH 2 -, 5-(3-N-methyl) 
imidazoIyl-CHb-, N-benzylpiperid-4-yl-CH 2 -, N-Boc-piperidin-4-y 1-CH 2 -, N-(phenyl- 
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carbonyl)piperidin-4-yl-CH 2 -, H 3 CSCH 2 CH 2 -, l-N-benzylimidazol-4-yl-CH 2 -, wo-propyl- 
C(0)NH-(CH 2 ) 4 -, iso-butyl-C(0)NH-(CH 2 )4-, phenyl-C(0)NH-(CH 2 ) 4 -, benzyl-C(0)NH-(CH 2 ) 4 - 
, ^4 aJkxl-C(0)NH-(CH 2 ) 4 -, 4-(3-N-methyliraidazolyl>CH 2 , 4-[(CH 3 ) 2 NCH 2 CH 2 CH 2 -0- 
Jbenzyl, 4-[(benzyl) 2 N-]-benzyl J 4-aminobenzyl, allylox y aJkxloxy-C(0)NH(CH 2 ) 4 -, allyloxy 
alkslpxy-CWNHCC^s-, ollyloxy aMoxy.-C(0)NH(CH 2 ) 2 -, NH 2 C(0)CH 2 -, «*-OHK 2- 
pyridyl-C(0)NH-(CH 2 )4-,4-methylpyrid-3-yl^C(0)NH-(CH 2 )4-, 3-meHiylthien-2-yl-C(0)NH- 
(CH 2 )a-, 2-pym>lyl-C(0)NH-(CH 2 )4-, 2-furanyl-C(0)NH-(CH 2 )4-, 4-methylphenyl-S0 2 - 
N(CH 3 )CH 2 C(0)NH(CH 2 )4,4-[cyclopen^^^ 

2-yl)]-benzyl-, l-N-methylimidazol-4-yl-CH 2 -, l-N-methylimidazol-5-yl-CH r , imidazol-5-yl- 
CH 2 , 6-methylpyrid-3-yl-C(0)NH-(CH 2 )4-, 4-[-NHC(0)NHCH 2 CH 2 CH 2 -<I>]-benzyl J 4-[~ 
NHCCOJNHC^CHr^-benzyl, -CH 2 C(0)NH(CH 2 ) 4 *-, 4-[0 (CH 2 ) 4 0-]-benzyl, 4-[-OC-$- 
^l-benzyl, 4-[-OC-CH 2 -0-S(0) 2 -4 , -CH3-<I»]-benzyl, 4-[-C^C-CH 2 NHC(0)NH 2 ]-benzyI, 4-[- 
CsC-CHrO^'-COOCI^^-^l-benzyl, 4-[-OC-CH(NH 2 )-cyclohexyl]-benzyl, - 
(CH2)4NHC(0)CH 2 -3-indolyl, -(CH 2 )4NHC(0)CH 2 CH 2 -3-indolyl 5 -(CH 2 )4NHC(0)-3-(5- 
methoxytodolyl), -(CH 2 )4NHC(0)-3-(l-methylindolyl), -(CH 2 )4NHC(0)-4-(-S0 2 (CH 3 )- - 
(CH 2 )4NHC(0)-4-(C(0)CH 3 >phenyl, -(CH 2 )4NHC(0)-4-fluorophenyl, -(CH 2 )4NHC(0)CH 2 0- 
4-fluorophenyl, 4-[-C=C-(2-pyridyl)]-benzyl, 4-[-C=C-CH 2 -0-phenyl]benzyl, 4-[-C=C- 
CH 2 OCH 3 ]-benzyl, 4-[-OC-(3-hydroxyphenyl)]-benzyl s 4-[-C^C-CH 2 -0-4'-(- 
C(0)OC 2 H 5 )phenyl]-benzyl, 4-[-C^-CH 2 CH(C(0)OCH 3 )2]-benzyI, 4-[-OC-CH 2 NH-(4,5- 
dihydro-4-oxo-5-phenyl-oxazol-2-yl), 3-aminobenzyl,4-[-CsC-CH 2 CH(NHC(0)CH 3 )C(0)OH]- 
benzyl, -CH 2 C(0)NHCH(CH3) <&, -CH 2 C(0)NHCH 2 -(4-dimetbyIamino> <B, -CH 2 C(0)NHCH 2 - 
4-nitrophenyl, -CH 2 CH 2 C(0)N(CH 3 )CH 2 -0, -CH 2 CH 2 C(0)NHCH 2 CH 2 -(N-methyl)-2-pyrrolyl, - 
CH 2 CH 2 C(0)NHCH 2 CH 2 CH 2 CH3, -CH2CH 2 C(0)NHCH 2 CH 2 -3-indolyl, - 
CHzC^NC^CH^henyl, -CH 2 C(0)NH(CH2)2(N-methyl>2-pynolyl, - 
CH 2 C(0)NHCH 2 CH 2 CH 2 CH 3 , -CH 2 C(0)NHCH 2 CH 2 -3-indolyl s -(CH 2 ) 2 C(0)NHCH(CH 3 ) <&, - 
(CH 2 ) 2 C(0)NHCH 2 -4-dime%laroraop^ 

4-[-NHC(0)CH 3 -phenyl], -CH2C(0)NH-4-pyridyl, -CHaC(0)NH-4^[dimethylaminophenyl], - 
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CH2C(0)NH-3-methoxyphenyl, -CH 2 CH 2 C(0)NH-4-chlorophenyl, -CH 2 O^C(0)NH-2-pyridyl, 
-CH 2 CH 2 C(0)NH-4-methoxyphenyl, -CH 2 CH 2 C(0)NH-3-pyridyl ) 4-[(CH 3 )2NCH 2 CH 2 0-]- 
benzyl, -(CH 2 ) 3 >IH(^NH)NH-S02^-methylphenyl, 4-[(CH 3 ) 2 NCH 2 CH 2 0-]-benzyl, - 
(CH2>NHC(0)NHCH 2 CHj, -(CH 2 )4NHC(0)NH-pheiiyl, -(CH 2 )4NHC(0)NH-4-methoxyphenyI, 
4-[4'-pyridyl-C(0)NH-]-benzyl,4-[3 , -pyridyl-C(0)NH-] -benzyl, 4-[-NHC(0)NH-3'- 
methylphenyl]-benzyl, ^[-NHC^C^NHC^NH^'-methylpheny^benzyl, 4-[-NHC(0)- 
(^3'-dihydroindol-2-yl)]-benzyl,4-[-NH^^ 
OCH 2 CH 2 -lK4'-pyrimidinyl>piperazi^^^^ 

OCHzC^-Cl'-pyrroHdinyOJ-benzyl, 4-[-OCH 2 CH 2 CH 2 -(l '-piperidinylXJ-benzyl-, -CH 2 -3-(l,2,4- 
triazolyl), 4-[-OCH 2 CH 2 CH2-4-(3 , -chlorophenyl>piperazin-l-yl]-benzyl, 4-[- 
OC^CH^^CH^Halbenzyl^-t-OCH^S'-CN-Boc^piperiainyll-benzy, 4-[di-»-pentylamino]- 
benzyl, 4-[«-pentylamino]-benzyl, 4-[di-wo-propylamino-CH 2 CH 2 0-]-benzyl, 4-[-OCH2CH 2 -(N- 
moipholinyl)]-benzyl, 4-[-0-(3'-(N-Boc)-piperidinyl]-benzyl, 4-[- 
OCH 2 CH(NHBoc)CH 2 cyclobexyl>beii2yl,iJ-[OCH 2 CHr(N-piperidinyl]- 
benzyl, 4-[-OCH 2 CH 2 CH 2 -(4-»!-chlorophenyl)-piperazin-l -yl]-benzyl, 4-[-OCH2CH 2 -(N- 
homopiperidinyl)-benzyl, 4-[-NHC(0)-3'-(N-Boc)-piperidinyl]-ben2yl, 4-[- 
OCH 2 CH 2 N(Denzyl) 2 ]-benzyl, CH 2 -2-thiazolyl 3-hydroxybenzyl, 4-[-OCH 2 CH 2 CH 2 N(CH 3 )2]- 
benzyl, 4-[-NHC(S)NHCH 2 CH 2 -(N-morphoUno)]-benzyl, 4-[-OCH 2 CH2N(C 2 H 5 ) 2 ]-ben2yl, 4-[- 
OCH 2 CH 2 CH 2 N(C 2 Hs) 2 ]-ben2yl, 4-[CH 3 (CH 2 )4NH-]-benzyl, 4-[N-»-bu1yl ) N-r?-pentylamino- 
]benzyl, 4-[NHC(0)-4 , -piperidinyl]ben2yl, 4-[-NHC(0)CH(NHBoc)(CH2)4NHCbz]-ben2yl, 4-[- 
NHC(0)-l'^\3^4 , -tetrahydro-N-Boc4soquinolin-l'-yI]-benzyl 5 p-[-OCH 2 CH 2 CH 2 4H4'<nethyl)- 
piperazrayl]-benzyl, -(CH 2 )4NH-Boc, 3-l-OCH2CH 2 CH 2 N(CH 3 ) 2 ]-benzyl, 4-[- 
OCH 2 CH 2 CH 2 N(CH3)2]-benzyl, 3-[-OCH 2 CH 2 -(l'-pyTroUdinyl)>benzyl s 4-[- 
OCH 2 CH 2 CH 2 N(CH 3 )benzyl]-benzyl, 4-[-NHC(S)NHCH 2 CH 2 CH 2 -(N-morpholino)]-benzyl J 4-[- 
OCH 2 CH2-(N-moipholino)]-be^ 

cyanophenyl)]-benzyl, 4-[-OCH 2 COOH]-benzyl, ^[-OCHbCOO-f-butylJ-benzyl, 4-[- 
NHC(0)NH^'-fluoroindol-2-yl]-benzyU^^ 



025.14723.1 



-14- 



Atty. Dkt. No. 342837-1050 
Appeal No. 2005-0907 
Application Serial No. 09/126,096 

N(S0 2 CH3)(CH 2 )3-N(CH3)2]-ben2yl, 4-[-NHC(0)CH2CH(C(0)0CH 2 O)-NHCbz]-benzyl, 4-[- 
NHS(0) 2 -CF 3 ]-benzyl, 3-[-0-(^-me%lpiperidin-4'-yl]-benzyl, 4-[-C(=NH)NH 2 ]-benzyl, 4-[- 
NHS0 2 -CH 2 Cr|-benzyl, 4-[-NH(XO)-(l'^\3^4 , -tetahydroisoquinolin-2 , -yl>ben2yU 4-[- 
^C(S)NH(CH 2 ) 3 -N-moipholino]-^^ 

benzyl, 4-[-C(0)NH 2 ]-benzyl, ^[-NHCCOJNH^'-methoxyphenyll-benzyl, 4-[-OCH 2 CH 2 -indoI- 
3'-yl]-benzyl, 4-[-OCH 2 C(0)NH-benzyl]-benzyl, 4-[-OCH 2 C(0)0-benzyl]-benzyl, 4-[- 
OCH 2 C(0)OH]-benzyl, 4-[-OCH2-2K4\5'-dihydio)imidazolyl]-benzyl,-CH 2 C(0)NHCH2-(4- 
dimethylamino)phenyl, -CH2C(0)NHCH 2 -(4-dimethylamino)phenyl, 4-[-NHC(0)-1^2'- 
pyrrolidinyl-N-SOz^'-methylphenyll-benzyl, 4-[-NHC(0)NHCH 2 CH 2 CH3]-benzyl, [4- 
aminobenxyl]-beiizyl,4-[-OCH 2 (^ 2 -l-(4-hydioxy-4-(3-niethoxyp 

benzyl, 4-[-0-(N-methylpiperidin-4'-yl)]^benzyl, 3-methoxybenzyl, 4-[-NHC(0)-piperidin-3 , -yl]- 
benzyl, 4-[-NHC(0)-pyridin-2'-yl]-benzyl, 4-[-NHCH 2 -(4'-chlorophenyl)l-benzyl, 4-[-NHC(0)- 
fN-f^HGiS-ft-SQa 4 , -CHn-< I>-S07VL-prrolidin-2'-ym-benzyl > 4-[-NHC(Q)NHCH 2 CH 2 -0]- 
benzyl, 4-[-OCH 2 C(0)NH 2 ]-benzyl, 4-[-OCH 2 C(0)NH-f-butyI]-benzyl, 4-[-OCH2CH2-l-(4- 
hyoroxy4-phenyl>piperidinyl]-b^ 

benzyl, -CH 2 C(0)NHCH 2 CH2N(CH3) 2) 4-[(l'-Cbz-piperidin-4 , -yl)C(0)NH-]benzyl, 4-[(l'-Boc- 

piperidin-4 , -yl)C(0)NH-]benzyl,4-[(2^bromophenyl)C(0)NH-]benzyl > 4- 

yl] -benzyl, 4-[(4XCH3)2NC(0)0-)phenyl)-C(0)^fH-]beIlzyl s 4-[-NHC(0)-r-methylpiperidin-4 , - 

yl-]benzyl, 4-(dimetbylamino)benzyl, 4-[-NHC(0)-(r-N-Boc>piperidm-2'-ylJ-benzyl, 3-[- 

NHC(0)-pyiidin-4'-yl]-benzyl, 4-[(rert-bulyl-0(0)CCH 2 -0-benzyl)-NH-]benzyl, 

[BocNHCH 2 C(0)NH-]butyl, 4-benzyl-benzyl, 2-hydroxyetbyl, 4- 

[(Et) 2 NCH 2 CH 2 CH 2 NHC(S)NH-]beti2yl > 4-t(l , -Boc^ , -hydro>^ 

]benzyl, 4-[*CH 2 CH 2 CH 2 NHC(S)NH-]benzyl, 4-[(perhydroindolin-2 , -yl)C(0)NH-]benzyl, 2~ 
[4-hydroxy-4-(3-methoxythien-2-yl)piperi^^^ 

C(0)NH-]benzyl 4-[A r -3-me%lbutyl^-trifluoromethanesulfonyl)amino]-benzyl, 4-[N- 
vinylsulfonyl)amino]benzyl-, 4-[2-(2-azabicyclo[3.2.2]octan-2-y l)ethyl-0-]benzyl, 4-[4'- 
hydroxypym>lidin-2'-yl)C(0)>m-]b^l 4-(*NHC(S)NH)ben2yl, 4-(EtNHC(S)NH)benzy1,4- 
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(4>CH 2 NHC(S)NH)benzyl S-Kl'-Boc-piperidin^'-yOCCOJNH-lbenzyl, 3-[piperidin-2'-yl- 
C(0)NH-]benzyl, ^[(S'-Bo^tbiazolidin^'-ylJC^NH-lbenzyJ, 4-(pyridin-3'-yl- 
NHC(S)NH)benzyl, 4-(CH 3 -NHC(S)NH)benzyl-, 4-CH2NCH2CH 2 CH2C(0)NH)benzyl, 4- 
(BocHNCH 2 CH 2 CH 2 C(0)NH)benzyl, 4-(pyridin-4 , -yl-CH 2 NH)beiizyl, 4-[(N,N-di(A-Nfr- 
dimethylamino)benzyl)amino]benzyl s 4-[(l-Cb2-piperidin-4-yl)C(0)NH-]butyl, 4-[OCH 2 OCH 2 
(BocHN)CHC(0)NH]benzyl, 4-[(piperidin-4»-yl)C(0)NH-]benzyl, 4-[(pyrroUdin-2'-yl)C(0)NH- 
]benzyl, 4-(pyridin-3'-yl-C(0)NH)l>utyl, 4-(pyridia-4'-yl-C(0)NH)butyl, 4-(pyridin-3'-yl' 
C(0)NH)benzyl,4-[CH 3 hIHCH 2 CH2^^ 

]benzyl, 4-(anrinomethyl)benzyl, 4-[<DCH 2 0CH 2 (H2N)CHC(0)NH]benzyl s 4-[(l',4'- 
diCBo^piperazin^'-ylVC^NH-Jbenzyl, 4-[(piperazin-2 , -yl)-C(0)NH-]benzyl, 4-[(JV- 
toluenesulfonylpyrroUdii^'-yOCCO)^ 

NHC(0)-l , -N-Boc-piperidin-2'-yl]-benzyl, 4-[-NHC(0)-piperidin-2'-yl]-beiizyl, 4-[(I '-N-Boc- 
2\3'-dihydroindolin-2'-yl>C(0^^^ 

CHzNHJbenzyl, 4-l(l'-Cbz-piperidin-4 , -yl)C(0)NH-]benzyl J 4-[(piperidin-l ^1)0(0)^2-0- 
Jbenzyl, 4-[(CH3CH) 2 NC(O)CH2-0-]benzyl, 4-[HO(0)C(Cbz-NH)CHCH2CH2-C(0)NH- 
]benzyi, 4-[OCH 2 0(0)C(Cbz-NH)CHCH 2 CH 2 -C(0)NH-]ben2yl, 4-[-NHC(0)-2'- 
methoxyphenyl]-benzyl, ^[(pyrazin^'-y^C^NH^benzyl, 4-[HO(0)C(NH 2 )CHCH 2 CH2- 
C(0)im-Jbenzyl, 4-(2'-fomyH^ 

NHCH 2 -, 4-[(4'-methylpiperazin-l , -yl)C(0)0-]benzyl, 4-[CH 3 (N-Boc)NCH 2 C(0)NH-]benzyl s 4- 
[-NHC(OM1^2^3^4^tetrahyd^ 

]benzyl, (CH 3 )2NC(0)CH 2 -, 4-(//-methylacetaraido)benzyl, ^(l'^^'-tetrahy&CMSoquino^ 
yl-CH 2 ra-)benzyl,4-[(CH 3 )2NHCH 2 C(0)NH-]benzyl,(l-toluenesulfo 
4-[(l'-Boc-piperidia-4'-yl)C(0)NH-3ben2yl, 4-trifluoromethylbenzyl, 4-[(2'- 
bromophenyl)C(0)NH-]benzyJ, 4-[(CH 3 )2NC(0)NH-]benzyl, 4- [CH 3 OC(0)NH-Jbenzyl, 4- 
[(CH 3 ) 2 NC(0)0-]benzyl, 4-[(CH 3 ) 2 NC(0)N(CH 3 )-]ben2yl, 4-[CH 3 0C(0)N(CH 3 )-]benzyl, 4-(N- 
methyltrifluoroacetamido)benzyl, 4-[(r-methoxycarbonylpiperidin-4'-yl)C(0)NH-]benzyl, 4-. 
[(4'-phenylpiperidin-4'-yl)C(0)hIH-]^ 
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]benzyl, 4-[(piperidm4^yl)C(0)0-]benzyl, ^[(l'-methylpiperadiiQ^'-yO-O-lbenzyl, 4-[(l'- 
methylpiperidm4'-yl)C(0)0-]ben^ 3- 
[(CH 3 ) 2 NC(0)(>]benzyl, 4-[(4^ 

toluenesulfonylammo)benzyl, 4-[(CH 3 CC(0)NH-]benzyl, 4-[(morpholin-4'-yl)C(0)NH-]benzyl, 
4-[(CH 3 CH 2 )2NC(0)NH]benzyl, 4-[-C(0)NH-(4'-piperidinyl)]benzyl, 4-[(2'- 
trifluoromethylphenyl)C(0)NH-]benzyl, 4-[(2'-methylphenyl)C(0)NH-]benzyl, 4- 
[(CH 3 )2NS(0)2-0-]ben2yl,4-[(pyrroUdin-2 , -yl)C(0)NH-]b^ 

yljbenzyl, 4-[(thiomorphoIin-4 , -yl)C(0)NH-]benzyl, 4-[(thiomorphoUn-4»-yl sulfone)-C(0)NH- 
Jbenzyl, 4-[(morpholin-4'-yl)C(0)0-]benzyl, 3-ratro-4-(CH 3 OC(0)CH 2 0-)benzyl, (2- 
benzoxazolinon-6-yl)methyl-, (2H- 1 ,4-benzoxazin-3 (4/^-one-7-y l)methy 1- , 4- 
[(CH 3 )2NS(0)2NH-]benzyl, 4-[(CH 3 )2NS(0)2N(CH3)^]benzyl, 4-[(thioraorpholin-4'- 
yl)C(0)0]ben2yl, 4-[(thiomorpholin-4'-yl sulfone^CCOJO-lbenzyl, 4-[(piperidin-l*-yl)C(O)0- 
)benzyl, 4-[(pyrrolidin-r-yl)C(0)0-]ben2yl, 4-[(4»-methylpiperazin-r-yl)C(0)0-]benzyl, 4-[(2'- 
metoylpynoMn-l'-yl)-, (pyridine4-yl)methyl- s 4-[(piperazin-4 , -yl>C(0)0-]ben2yl, 4-[(l'- 
Boc-piperazin-4'-y l>C(0)0-]benzyl, 4-[(4'-acetylpiperazin-l '-yl)C(0)0-]benzyl } p-[(4'- 
methanesulfonylpiperazin-r-yiybeiizyl, 3-nitro-4-[(morpholin-4'-yJ>C(0)0-]benzyl, 4- 
{[(CH 3 )2NC(S)]2N-}benzyU^Boc-2-aininoethyl-,4-[(lJ-dioxolWomotphol^ 
]benzyl, 4-[(CH 3 )2NS(0)2-]benzyl, 4-[(piperidin-l'-yl)C(0)0-]benzyl, 1-N-benzyl-imidazoM-yl- 
CH2-, 3,4-dioxyethylenebenzyl, 3,4-dioxymethylenebenzyl, 4-[- 
N(S0 2 )(CH 3 )CH 2 CH2CH 2 N(CH3)2]benzyl J 4-[NHC(0)CH(CH 2 CH 2 CH 2 CH2NH^^^ 
benzyU2 , -[4"-hydroxy-4 M -(3 M '-m^^ 
[(CH 3 )2NCH 2 CH2N(CH 3 )C(0)0-]ben2yl. 

13. (Original): The compound according to Claim 2 wherein R 6 is selected from the group 
consisting of 2,4-(Uoxo-tetrahydrofuran-3-yl(3,4-enol), metboxy, ethoxy, isopropoxy, n-butoxy, t- 
butoxy, cyclopentoxy, neo-pentoxy, 2-a-iso-propyl-4-P-methylcyclohexoxy, 2-p-isopropyl-4-(3- 
methylcyclohexoxy, - NH 2 , benzyloxy, -NHCEbCOOH, -NHCIfcCHjCOOH, -NH-adamantyl, - 
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NHCH2CH2COOCH2CH3, -NHS02-/?-CH3*), -NHOR 8 where R 8 is hydrogen, methyl, iso- 
propyl or benzyl, 0-(N-succiniraidyl). -0-cholest-5-en-3-J3-yl, -OCH-OC(0)C(CH 3 ) 3 , - 
0(CH2)z,NHC(0)W where z is 1 or 2 and W is selected from the group consisting of pyrid-3-yl, 
N-methylpyridyl, and N-methyl-l,4siihydro-pyrid-3-yl, -NR"C(0)-R' where R' is aryl, heteroaryl 
or heterocyclic and R" is hydrogen or -CH 2 C(0)OCH 2 CH 3 . 

14. (Canceled) 

1 5. (Original): A method for binding VLA-4 in a biological sample which method 
coinpsises contacting the biological sample with a compound of Claims 1 or 2 under conditions 
wherein said compound binds to VLA-4. 

1 6. (Previously presented): A pharmaceutical composition comprising a phannaceutically 
acceptable carrier and a therapeutically effective amount of a compound of the formula: 

R 3 O 

R'-SC^-N^-C-Q^H-C-R 6 ' 

I I 
R* R s 

where 

R' is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted aryl, 
cycloalkyl, substituted cycloalkyl, heterocyclic, substituted heterocylic, heteroaryl and substituted 
heteroaryl; 

R 2 and R 3 together with the nitrogen atom bound to R 2 and the carbon atom bound to R 3 
form a heterocyclic or a substituted heterocyclic group selected from the group consisting of 
thiazolidinyl, piperidinyl and pyrrolidinyj wherein said substituted heterocyclic group consists of 
from 1 to 2 substituents selected from the group consisting of fluoro, methyl, hydroxyl, amino, 
phenyl, thiophenyl and thiobenzyl; 
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R 4 is selected from the group consisting of aikyL, substituted alkyl, aryl, substituted aryl, 
heteroaryl, and substituted heteroaryl; 

R 5 is selected from the group consisting of isopropyl, -CEfeX and =CH-X where X is 
selected from the group consisting of: 

hydrogen, 

hydroxyl, 

acylamino, 

alkyl, 

alkoxy, 

aryloxy, 

aryl, 

aryloxyaiyl, 

carboxyl, 

carboxylalkyl, 

carboxyl-substituted alkyl, 

carboxyl-cycloalkyl, 

carboxyl-substituted cycloalkyl, 

carboxylaryl, 

carboxyl-substituted aryl, 

carboxylheteroaryl, 

carboxyl-substituted heteroaryl, 

carboxylheterocyclic, 

carboxyl-substituted heterocyclic, 

cycloalkyl, 

substituted alkyl 

substituted alkoxy, 

substituted aryl, 
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substituted aiyloxy, 
substituted aiyloxyaiyl, 
substituted cycloalkyl, 
heteroaryl, 

substituted heteroaryl, 
heterocyclic, 

and substituted heterocyclic; 

wherein substituted aryl refers to aryl groups substituted with from 1 to 3 substituents 
selected from the group consisting of hydroxy, acyl, acylanrino, thiocarbonylamino, acyloxy, 
alkyl, substituted alkyl, alkoxy, substituted alkoxy, alkenyl, substituted alkenyl, alkynyl, 
substituted alkynyl, amidino, alkylamidino, thioamidino, amino, aminoacyl, aminocarbonyloxy, 
aminocarbonylamino, arninothiocarbonylamino, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, carboxyl, 
carboxylalkyl, carboxytsubstituted alkyl, carboxylrcycloalkyl, carboxyl-substituted cycloalkyl, 
carboxylaryl, carboxyl-substituted aryl, carboxylheteroaryl, carboxyl-substituted heteroaryl, 
carboxylheterocyclic, carboxyl-substituted heterocyclic, cyano, thiol, thioalkyl, substituted 
thioalkyl, thioaryl, substituted thioaryl, thioheteroaryl, substituted thioheteroaryl, thiocycloalkyl, 
substituted thiocycloalkyl, thioheterocyclic, substituted thioheterocyclic, cycloalkyl, substituted 
cycloalkyl, guanidino, guanidinosulfone, halo, nitro, heterocyclic, substituted heterocyclic, 
oxycarbonylaraino, oxythiocarbonylamino, -S(0) 2 -alkyl, -S(0)rsubstituted alkyl, -S(0) 2 - 
cycloalkyl, -S(0) 2 -substituted cycloalkyl, -S(0) 2 -aIkenyl, -S(0) 2 -substituted alkenyl, -S(0)i-aryl, 
-S(0) 2 -substituted aryl, -S(0) 2 -heteroaryl, -SCO^-substituted heteroaryl, -S(0) 2 -heterocyclic. - 
S(0) 2 -substituted heterocyclic, -OS(0) 2 -a]kyl, -OS(0) 2 -substituted alkyl, -OS(0) 2 -aryl, -OS(0) 2 - 
substituted aryl, -OS(0)rheteroaryl 5 -OS(0) 2 -substituted heteroaryl, -OSCO^-heterocyclic, - 
OS(0) 2 -substituted heterocyclic, -OS0 2 -NRR where R is hydrogen or alkyl, -NRS(0) 2 -aIkyl, - 
NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl , -NRS(0) 2 -substituted aryl, -NRS(0) 2 -heteroaryl, - 
NRS(0) 2 -substituted heteroaryl, -NRS(0)2-heterocyclic, -NRS(0) 2 -substiruted heterocyclic, - 



025.14723.1 



-20- 



Atty. Dkt No. 342837-1050 
Appeal No. 2005-0907 
Application Serial No. 09/126,096 

NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRSCO^-NR-aryl, -NRS(0)2-NR- 
substituted aryl, -NRS(0)rNR-heteroaryl, -NRS(0)2-NR-substituted heteroaryl, -NRS(0) 2 -NR- 
heterocyclic, -NRS(0)2-NR-substituted heterocyclic where R is hydrogen or alkyl, mono- and di- 
alkylarnino, mono- and di-(substituted alkyl)amino, mono- and di-arylamino, mono- and di- 
substituted arylamino, mono- and di-heteroarylamino, mono- and di-substituted heteroarylamino, 
mono- and di-heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic and 
amino groups on the substituted aryl blocked by conventional blocking groups selected from the 
group consisting of Boc, Cbz, and fonnyl or substituted with -SO2NRR where R is hydrogen or 
alkyl; and 

substituted heteroaryl refers to heteroaryl groups substituted with from 1 to 3 substituents 
selected of hydroxy, acyl, acylamino, thiocarbonylarnino, acyloxy, alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, amidino, 
alkylamidino, thioamidino, amino, arainoacyl, aminocarbonyloxy, animocarbonylarrrino, 
aminothiocarbonylamino, aryloxy, substituted aryloxy, cycloalkoxy, substituted cycloalkoxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted heterocyclyloxy, carboxyl, 
carboxylalkyl, carboxyl-substituted alkyl, carboxyl-cycloalkyl, carboxyl-substituted cycloalkyl, 
carboxylaryl, carboxyl substituted aryl, carboxylheteroaryl, carboxyl-substituted heteroaryl, 
carboxylheterocyclic, carboxyl-substituted heterocyclic, cyano, thiol, tbioalkyl, substituted 
thioalkyl, thioaryl, substituted thioaryl,thioheteroaryl, substituted thioheteroaryl, thiocycloalkyl, 
substituted thiocycloalkyl, thioheterocyclic, substituted thioheterocyclic, cycloalkyl, substituted 
cycloalkyl, guanidino, guanidinosulfone, halo, nitro, heterocyclic, substituted heterocyclic, 
oxycarbonyjaxnino, oxythiocarbonylamino, -S(0)2-alkyl, -S(0) 2 -substituted alkyl, -S(0) 2 - 
cycloalkyl, -S(0) 2 -substituted cycloalkyl, -S(0>i-alkenyl, -S(0) 2 -substituted alkenyl, -S(0) 2 -aryl, 
-S(0)rsubstiuted aryl, -S(0) 2 -heteroaryl, -S(0) 2 -substituted heteroaryl, -S(0)2-heterocyclic, - 
S(0) 2 -substituted heterocyclic, -OS(0)ralky], -OS(0)2-substituted alkyl, -OS(0)2-aryl, -OS(0>2- 
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substituted aryl, -OS(0)2heteroaryl, -OS(0)2-substituted heteroaryl, -OSCOfc-torterocyclic, - 
OS(0) 2 -substituted heterocyclic, -OS0 2 NRR where R is hydrogen or alkyl, -NRS(0) 2 -aIkyl. - 
NRS(0)2-substituted alkyl, -NRS(0)2^ryl, -NRS(0)2-substituted aryl, -NRS(0)rb.eteroaryl, - 
NRS(0)rSubstituted heteroaryl, -NRSCOk-heterocyclic, -NRS(0)2-substituted heterocyclic, - 
NRS(0) 2 -NR-alkyl, -NRS(0) 2 -NR-substituted alkyl, -NRS(0)i-NR-aryl, -NRS(0) 2 -NR- 
substituted aryl, -NRS(0)2-NR-heteroaryl, -NRS(0) 2 -NR-substituted heteroaryl, -NRS(0) 2 -NR- 
heterocyclic, -NRS (0) 2 -NR-substituted heterocyclic where R is hydrogen or alkyl, mono- and di- 
alkylarnino, mono- and di-(substituted alkyl)amino, mono- and di-arylamino, mono- and di- 
substituted arylamino, mono- and di-heteroarylamino, mono- and di-substituted heteroarylammo, 
mono- and di-heterocyclic amino, mono- and di-substituted heterocyclic amino, unsymmetric di- 
substituted amines having different substituents selected from alkyl, substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and substituted heterocyclic and 
amino groups on the substituted aryl blocked by conventional blocking groups selected from the 
group consisting of Boc, Cbz, and formyl or substituted with -SO2NRR where R is hydrogen or 
alkyl; 

with the proviso that when R 5 is =CH-X then (H) is removed from the formula and X is 
not hydroxyl; 

R 6 ' is selected from the group consisting of 2,4-dioxo-tetrahydrofuran-3-yl (3,4-enol), 
hydroxyl, amino, alkoxy, substituted alkoxy, cycioalkoxy, substituted cycloalkoxy,-0-(N- 
succinimidyl), -NH-adamantyl, -0-cholest-5-en-3-P-yl, -NHOY where Y is hydrogen, alkyl, 
substituted alkyl, aryl, or substituted aryl, -NH(CH2) p COOY where/? is an integer of from 1 to 8 
and Y is as defined above, -OCH 2 NR 9 R 10 where R 9 is selected from the group consisting of - 
C(O)-ary) and -C(0)-substituted aryl and R 10 is selected from the group consisting of hydrogen 
and -OfeCOOR 11 where R 11 is alkyl, and-NHSOjZ where Z is alkyl, substituted alkyl, 
cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
heterocyclic or substituted heterocyclic; 
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Q is -C(X0NR 7 - wherein R 7 is selected from the group consisting of hydrogen and alkyl; 

and 

X is selected from the group consisting of oxygen and sulfur; 
or pharmaceutically acceptable salts thereof 
with the proviso that 

when R l is p-methylphenyl, R 2 and R 3 are joined together with the nitrogen atom pendent 
to R 2 and the carbon atom pendent to R 3 to form a pyrrolidinyl ring, R 4 is methyl, R 5 isp- 
hydroxybenzyl then R*' is not f-butoxy. 

17. (Original): A method for the treatment of an inflammatory disease in a patient mediated 
by VLA-4 which methods comprise administering to the patient the pharmaceutical composition 
of Claim 16. 

18. (Previously presented): The method according to Claim 17 wherein said inflammatory 
disease is selected from the group consisting of asthma, Alzheimer's disease, atherosclerosis, 
AIDS dementia, diabetes, inflammatory bowel disease, multiple sclerosis, rheumatoid arthritis, 
tissue transplantation, tumor metastasis, meningitis, encephalitis, cerebral traumas, nephritis, 
retinitis, atopic dermatitis, psoriasis, myocardial ischemia and acute leukocyte-mediated lung 
injury which occurs in adult respiratory distress syndrome. 

19. (Previously presented): The method according to Claim 18 wherein said diabetes is 
acute juvenile onset diabetes. 

20. (Previously presented): The method according to Claim 18 wherein said inflammatory 
bowel disease is ulcerative colitis or Crohn's disease. 
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21 . (Previously presented): The method according to Claim 1 8 wherein said cerebral 
trauma is stroke. 

22. (Previously presented): A compound selected from the group consisting of: 
A^(toluene-4-sulfonyl)-L-a-methylprolytL-phenyl8lanine; 

A/i(toluene-4-sidfonyl>L-a-memyl^ 

N<toluene-4-sulfonyl>-L-a-memyl^ 

AKtoluene-4-sidfonyl>o>methy^ 
ester; 

JV-(toluene-4-sulfonyl>a-methylproIyl-L-4-(l -methylpjperidm-4-oxy)phemylalanme; 

AT-(toluene-4-sulfonyl)-o-melhylprolyl-L-4-(4-me%lpiperazm 
alanine ferf-butyl ester; 

j\Ktoluene-4-sulfonyl)-a-metbylpro^^^ 
butyl ester, 

#Ktoluene-4-5ulfonyl)-a-meraylprolyl^ 
alanine; 

^-(toluene-4-sulfonyl)-a-methylprolyl-L-tyrosine terf-butyl ester; 

AKtoluene-4-sulfonyl>a-methtf 

Ar-(toluene-4-sulfonyl>a-methyl^^ 
/erf-butyl ester, 

tf-(toluCTe-4-sulfonyl>a-methylprol 
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A^-(toluene-4-sulfonyl>a-methylprolyl-D-tyrosbe ferf-butyl ester, 

A^(toluene-4-sulfonyl)-a-methyl^^^ 
(triraethyacetoxy)methyl ester, 

tf-(toluene-4-sulfonyl>aHtn^ 

roethylcarbamyloxy]phetiylalanine ter/-butyl ester; 

#-(toluene-4-suifonyl)^^ 

methyloarbamyloxy]phenylalanine; 

#-(4-fluorobeiizenesulfonyi>a-me^^^ 
rerf-butyl ester, 

jV-(4-fluorobenzenesulfonyl)-a-^^^ 
alanine 

or pharmaceutically acceptable salts thereof or any of the ester compounds 
recited above wherein one ester group is replaced with another ester group selected 
from the group consisting of methyl ester, ethyl ester, /i-propyl ester, isopropyl ester, 
n-butyl ester, isobutyl ester, sec-butyl ester and ferf-butyl ester. 
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